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Muc tiéu: Khao sat ndong do glucagon-like peptide-1 (GLP-1) huyét twong va
mdi lién quan voi mot sé dic diém 1am sang, can 1am sang ¢ nguoi bénh (NB) sau
ghép than. Phwong phdp nghién ciru: Nghién ctru mo ta cat ngang trén 81 NB sau
ghép than va 53 nguoi khoe manh, trong g tudi va gidi tinh tai Bénh vién Quan
y 103 tir thang 10/2021 - 12/2023. Pinh luong néng d6 GLP-1 huyét twong sau
ghép than, ¢ so sanh voi nhom ching. Két qud: Nong ¢6 GLP-1 cia nhém nghién
ctru 1a 8,82 pmol/L, thap hon so vi nhoém ching nguoi khée manh 1a 10,7 pmol/L,
v6ip<0,001. Ty 1¢ giam néng d6 GLP-1 & nhoém sau ghép 14 8,6%. Nong 46 GLP-
1 huyét twong co twong quan nghich véi tudi, thoi gian sau ghép, d6 nhay insulin
(HOMA-S), trong quan thuan véi khang insulin (HOMA-IR), v6ip <0,05. Insulin
1a yéu t6 ¢6 gia tri tién doan giam nong do GLP-1 huyét twong voi OR = 0,578, p
< 0,05. Két lugn: O NB sau ghép than c6 giam ndng d6 GLP-1 huyét twong, ty 1¢
giam nong d6 GLP-1 1a 8,6%.
Tir khéa: Ghép than; Glucagon-like peptide-1 huyét trong; HOMA.
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LEVELS IN KIDNEY TRANSPLANT RECIPIENTS

Abstract

Objectives: To investigate plasma glucagon-like peptide-1 (GLP-1) levels in
kidney transplant recipients. Methods: A cross-sectional descriptive study was
conducted on 81 kidney transplant recipients and 53 age- and sex-matched healthy
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controls at Military Hospital 103 from October 2021 to December 2023. Plasma
GLP-1 concentrations were quantified in kidney transplant recipients and compared
to the control group. Results: The median plasma GLP-1 concentration in kidney
transplant recipients was 8.82 pmol/L, which was significantly lower than that of
the control group (10.7 pmol/L, p <0.001). A 8.6% reduction in GLP-1 levels was
observed in the post-transplant group. In kidney transplant recipients, plasma GLP-1
levels demonstrated a negative correlation with age, the time after transplantations,
insulin sensitivity (HOMA-S), and a positive correlation with insulin resistance
(HOMAZ2-IR), p < 0.05. Insulin is an independent predictive factor for reducing
plasma GLP-1, with OR =0.578, p < 0.05. Conclusion: Plasma GLP-1 levels were
decreased in kidney transplant recipients, with a reduction rate of 8,6%.

Keywords: Renal transplantation; Plasma glucagon-like peptide-1; HOMA.

PAT VAN PE

Ghép than hién 1a phwong phap tbi
vu dé thay thé chtic nang than suy. Tuy
nhién, sau ghép NB c6 thé gip cac bién
chtng cép ngay trong nhiing ngay dau
sau phau thuat, cling nhu cac bénh ly
xuat hién trong qua trinh theo doi va
diéu tri [1]. GLP-1 1a mét incretin duoc
tiét ra chu yéu ¢ rudt non va dai trang,
¢6 tac dung kich thich tiét insulin phu
thudc vao glucose, lam cham voi da
day, 1am giam duong huyét sau an [2].
Glucocorticoid (GC) dugc cho 1a giam
tac dung tiét insulin cia GLP-1, giy
HOMA-IR va thuc day dai thao duong
sau ghép. Tuy nhién, cac tdc dong truc
tiép ctia GC 1én chuc ning té bao L 1am
giam tiét GLP-1 va apoptosis té bao L
van chua duoc lam rd [3]. GLP-1 da
dugc nghién ciru nhiéu trén ddi tuong
dai thao duong type 2 va dugc ching
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minh dong vai trd trong co ché bénh
sinh cua dai thao duong. Tuy nhién, trén
d6i twong NB sau ghép than, nong do
GLP-1 thay d6i nhu thé nao, su thay d6i
c6 lién quan dén céac yéu to nguy co sau
ghép (dic biét 1a thudc e ché mién
dich), lam thuc day déi thdo duong sau
ghép xuit hién khong thi con it nghién
ctru. Do vay chung t6i tién hanh nghién
ctru nham muc tiéu: Khdao sdt néng do
GLP-1 huyét tirong va méi lién quan voi
mot sé dac diém lam sang, can ldm sang
o NB sau ghép than.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU
1. Po6i twong nghién ciru
Gom 134 NB duoc chia thanh 2 nhém:
Nhom nghién ciru gdm 81 NB sau
ghép than, khong mac dai thdo duong
sau ghép.
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Nhom chimg gém 53 ngudi binh
thuong khong ghép than, khong co réi
loan glucose mau, twong ddng vé tudi,
gi61 tinh v61 nhom nghién ctru.

* Tiéu chuan lwa chon:

Nhom nghién ctru: NB sau ghép than
> 18 tudi, giai doan on dinh (> 3 thang);
néng d6 glucose mau lic doéi < 5,7
mmol/L va glucose mau tai 2 gid sau
lam nghi€ém phap dung nap glucose
duong udng < 7,8 mmol/L; ddng ¥ tham
gia nghién cuu.

Nhom chimg: Khong c6 tién st bénh
than tiét niéu; ndng d6 glucose mau lic
d6i < 5,7 mmol/L; khong rdi loan dung
nap glucose mau.

* Tiéu chuan logi triv:

Nhom nghién ctru: NB c6 bénh ly
cp tinh (nhiém trung, nhdi mau co
tim), nghi ngo méc bénh ngoai khoa, c6
thai hodc cho con bu; bi dai thdo duong
sau ghép.

Nhom ching: NB da phﬁu thuat hoac
dang diéu tri cac bénh 1y dng tiéu hoa
nhu viém rudt, viém loét da day, ta
trang, viém dai trang cap.

* Thoi gian nghién cuu: Tu thang
10/2021 - 12/2023.

* Pia diém nghién cuu: Tai Bénh

vién Quan y 103.

2. Phuwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ciru
mo ta cit ngang.

* Chon mdu nghién cuu.: Thuan tién.

* Noi dung nghién ciru:

- Nhom chtmng: Cac ddi tuong duoc
khai théc tién s bénh, hoi va kham
bénh, do chu vi vong bung, do chiéu cao
can nang (tinh chi s6 BMI), lam cac xét
nghiém huyét hoc va sinh hoa.

Panh gi4 chu vi vong bung, chi s6 BMI
theo tiéu chuan cia WHO (2019) [4].

Tinh muc loc ciu than theo cong
thirc CKD-EPI creatinine (2009).

Dinh lugong glucose mau va insulin
mau & cting 1 miu mau tinh mach lic doi.

Tinh cac chi s6 HOMA2- IR,
HOMA2-B, HOMA2-S theo md hinh
HOMA2 ¢6 trén phan mém phién ban
https://www.dtu.ox.ac.uk/homacalculator.

Pinh lwong GLP-1 huyét tuwong:
Trén cung mau méau xét nghiém sinh
hoa co ban (mau tinh mach lac doi).
Str dung bd kit Human GLP-1 ELISA
(ma s6 BMS2194, Invitrogen, Thermo
Fisher, Hoa Ky). Noi tién hanh: Labo
x€t nghiém, B mon Sinh 1y bénh, Hoc
vién Quan y.

- Nhom nghién ctru: Cac budc dugc
thuc hi¢n tuwong ty nhu nhoém chung.
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Thu thap thém 1 sb chi tiéu nhu thoi
gian ghép, thudc diéu tri dang ding.

Danh gia bat thuong néng do GLP-1
huyét tuong nhom nghién ctu dwa
khoang bach phan vi 2,5 - 97,5 chi sb
nhom chirng (khoang tin cdy 95%,).

Panh gia bat thuong cac chi sb
HOMA-IR dya vao khoang bach phan
vi2,5-97,5 chi s6 nhoém ching (khoang
tin cay 95%).

* Xur Iy s6 liéu: SH lidu duoc xu ly
bang phan mém SPSS 20.0 dé phan tich
thong ké, so sanh gia tri trung binh cua
cac bién theo phan phdi chuan bang
diém dinh independent T-test, vdi cac

phan phéi khong chuan. So sanh trung
vi ciia cac nhém ddc 1ap bang kiém dinh
Mann-Whitney. Sy khéc biét c6 y nghia
théng ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ciru dugc thong qua Hoi
dong Pao dirc trong nghién ctru y sinh
hoc cua Bénh vién Quan y 103 theo
Quyét dinh s6 51/CNCht HDPD ngay
21/9/2022. Sé liéu nghién ctru dugc
Bénh vién Quan y 103 cho phép stir dung
va cong bd. Cac thong tin cia NB dugc
bao mat. Nhom tac gia cam két khong

c6 xung dot loi ich trong nghién curu.

KET QUA NGHIEN CUU

1. Pic diém ndng dd GLP-1 huyét twong & dbi twong sau ghép than

n=74(91.4%)

® Giam

n=7(8.6%)

® Binh thuong

Biéu d0 1. Ty 1¢ bién doi nong do GLP-1 huyét twong & nhém nghién ciru.

Ty 1&¢ NB giam nong d¢6 GLP-1 & nhém nghién ctru 1a 8,6%.
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2. Méi lién quan giira néng do GLP-1 véi mét s6 dic diém IAm sang,
can lam sang & NB sau ghép than

Bang 1. Tuong quan giita ndong d6 GLP-1 v6i mot sé ddc diém 1am sang,

can 1am sang & nhém nghién ctru (n = 81).

Nong d6 GLP-1(pmol/L)

Chi tiéu
r p*
Tudi -0,229 <0,05
Thot gian sau ghép (thang) -0,239 <0,05
BMI (kg/m?) -0,005 > 0,05
Chu vi vong bung (cm) -0,104 > 0,05
Glucose luc doéi (mmol/L) 0,167 > 0,05
MLCT (mL/phut) -0,042 > 0,05
Insulin (mIU/L) 0,358 < 0,005
HOMAZ2-IR 0,362 < 0,005
HOMAZ2-S (%) -0,363 < 0,005
HOMAZ2-B (%) 0,212 > 0,05
Nong d6 tacrolimus (ng/mL) 0,014 > 0,05

(* Twong quan Spearman; MLCT: Mikc loc cau thin)

Nong d6 GLP-1 huyét twong c6 trong quan nghich véi tudi, thoi gian sau ghép
va HOMA-S (p < 0,05). Twong quan thuin voi nong d6 insulin, HOMA-IR
(p <0,005). Chua nhan thdy mdi twong quan véi cac chi sé BMI, chu vi vong bung,
mirc loc cau than, ndng do tacrolimus, ndng do glucose mau, chirc ning té bao beta
0 nhom nghién cuu.
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Béang 2. So sanh dac diém lam sang, can lam sang

& nhom c6 nong do GLP-1 huyét twong binh thudng va giam nong do.

Giim GLP-1 (n="7)

GLP-1BT (n = 74)

Pic diém p
n % n %

Tudi X+ SD 46,71 = 11,72 43,24 + 8,88 >0,05*

Nam 5 71,4 51 68,9
Gidi tinh >0,05¢

Nit 2 28,6 23 31,1
Thoi gian sau ghép Trung vi (IQR) 35(31-42) 20 (10 - 33,25) <0,05°
(thang)
Chu vi vong bung )_( + SD 72,29 £12,29 73,39 £ 8,66 >(0,05°
(cm) Ting 2 28,6 8 10,8  >0,05°

X+ SD 21,65+ 1,11 21,39 + 1,89 > 0,05
BMI (kg/m?)

Tang > 23 1 14,3 15 20,3 >(0,05¢
Glucose luc doi X +SD 5,08 £ 0,46 5,23 +0,37 >(0,05°
(mmol/L)

Trung vi (IQR) 66,18 (57,11 - 77,55) 66,19 (59,4 - 75,55) > 0,05°
MLCT (mL/phat)

Giam < 60 2 28,6 19 25,7 > (,05¢
Insulin (mIU/L) Trung vi (IQR) 5,29 (4,61 - 5,46) 6,43 (4,57 -7,92) <0,05°

Trung vi (IQR 0,69 (0,59 - 0,73 0,84 (0,61 - 1,04 <0,05°
HOMALIR g vi (IQR) ( ) ( )

Tang 0 0 4 5,4 > (,05¢

Trung vi (IQR)  144,1 (137,1 -169,9) 119,25(95,82-162,97) <0,05°
HOMA2-S (%) .

Giam 0 0 4 5,4 > (,05¢

Trung vi (IQR) 63,8 (59,7-171,7) 75,05 (62,82 -94,22) > 0,05°
HOMAZ2-B (%)

Giam 0 0 7 9,5 > (,05¢
Nong do Trung vi (IQR) 4,9 (4,0 - 6,0) 6,0 (4,7 -17,8) >0,05°
tacrolimus (ng/mL)

(“Student T-test; "Mann-Whitney U test,; “Fisher’s exact test; MLCT: Miic loc
cau than; BT: Binh thuong)

Nhom giam néng dd6 GLP-1 huyét twong c6 thoi gian sau ghép l1au hon, ndng
d6 insulin thip hon va chi s6 HOMA-IR thdp hon, HOMA-S cao hon ¢6 ¥ nghia
50 v&i nhom c6 nong d6 GLP-1 binh thuong, véi p < 0,05. Chua nhan thiy sy khac
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biét vé tudi, gid1 tinh, BMI, chu vi vong bung cling nhu mdt s6 chi sd sinh hoa nhu
glucose mau, muc loc cau thén, néng do tacrolimus, chirc nang té bao beta & 2
nhom co giam va khong giam ndng d6 GLP-1 huyét twong, p > 0,05.

M6 hinh dwong cong ROC

1.0 T
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Po nhay
I
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0.0 : 02 04 06 08 1.0
1 - Do dac hiéu
Biéu @6 2. M6 hinh dudng cong ROC tién doan tinh trang giam GLP-1.

Duya vao mé hinh dudng cong ROC, ndng dé insulin ¢ gia tri tién doan tinh
trang giam GLP-1 véi dién tich dudi dudng cong (AUC) = 0,736; p < 0,05. O gia
tri cut-off 1a 5,6 mIU/L cho d0 nhay la 100%, do dac hiéu l1a 64,9%.

Bang 3. Hoi quy logistic da bién cac yéu to tién doan tinh trang giam GLP-1.

Chi s0 OR 95%CI p
Thoi gian sau ghép than (thang) 1,036 0,994 - 1,08 > 0,05
BMI > 23 kg/m? 0,151 0,006 - 3,749 > 0,05
Tang chu vi vong bung 5,521 0,43 - 70,931 > 0,05
Insulin 0,578 0,336 - 0,996 <0,05

Két qua phén tich hdi quy logistic da bién cho thiy chi c6 ndong dé insulin c6
gia tri tién doan giam ndéng d6 GLP-1 & nhém nghién ctru. Cac yéu té khac nhu
thoi gian sau ghép, chi s6 BMI va ting chu vi vong bung khong dat mire lién quan
c¢6 ¥ nghia dén tinh trang giam néng do GLP-1.
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BAN LUAN

1. Pic diém chung dbi twong
nghién ciru

Chung t6i da phan tich nong d6 GLP-1
¢ nguoi khoe manh khong ghép than,
khong co r6i loan glucose mau, cac mau
GLP-1 1y tai thoi diém khi d6i, so sanh
v6&1 nhom nghién ctru 1a nhiitng NB sau
ghép than 6n dinh, khong mac déi thao
duong sau ghép (> 3 thang). Két qua
cho thay ty 1& giam nong d6 GLP-1
huyét twong & nhoém nghién ciu la
8,6%. Theo nhu ching to61 duoc biét,
hién chua c6 nghién ctru nao danh gia
néng d6 GLP-1 & ddi tuong sau ghép
than, chi c6 mot vai nghién ctru trén dbi
tuong NB ghép gan, ghép tim. Tac gia
Halden va CS khi nghién ctru sy phuc
hoi tiét insulin va glucagon dudi tac
dung cia GLP-1 & NB dai thao duong
mai khoi phat sau ghép than (NODAT)
nhan thay truyén GLP-1 tinh mach gitp
cai thién chirc nang tiét insulin va wc
ché glucagon trén d6i twong nay [5].
Tac gia Lé Binh Tuan (2018) nghién
ctru trén doi twong NB dai thao duong
type 2 nhan thdy ty 1¢ giam nong do
GLP-1 khi déi 1a 60,6% [6], ty I¢ giam
rit cao trén dbi twong NB dai thdo
duong. Mic du danh gia trén cac dbi

tuong khac nhau, cd mau va khoang
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thot gian theo doi khac nhau, nhung cac
cac két qua déu c6 thay co sy giam nong
d6 GLP-1, diéu nay ciing phu hop véi
co ché dai thao duong.

2. Pic diém nong do GLP-1 ¢ NB
sau ghép than

Nong d6 GLP-1 huyét tuong & nhom
nghién ctru (sau ghép than) tuong quan
thuan véi nong d6 insulin va HOMA-IR
(p <0,005) va twong quan nghich véi do
tudi, thoi gian sau ghép va HOMA-S
(p < 0,05). Piéu nay cho thay NB ghép
than c6 do tudi cang 16n, thoi gian sau
ghép cang 1au s& gop phan lam suy giam
néng d6 GLP-1. NB sau ghép duy tri
thudc trec ché mién dich kéo dai nhu GC,
tc ché calcineurin, cac thudc nhom
mTOR hogc MMF. Thuéc trc ché mién
dich c6 tac dung Ién té bao L gay anh
huong dén tiét GLP-1 khong thi con
chua r0 rang. Tuy vay, tac gid Sato T va
CS (2015) nghién ctru tac dong GC lén
té bao L, noi tiét ra incretin (GLP-1)
trén chudt, nhan théy cO hi¢n tuong
giam tiét GLP-1 va giam proglucagon
thong qua co ché tac dong két hop 1én
thu thé GC [7]. Tac gia Xu G va CS
(2015) cling danh gid tdc dong cua
mTOR 1én san xuat GLP-1 ¢ chuot,
nhan thiy ¢ ché tin hiéu mTOR béang
rapamycin lam giam noéng do GLP-1
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trong rudt va huyét twong & ca chudt
binh thudong va chudt bi tiéu dudng.
Kich hoat tin hiéu mTOR lam ting nong
do proglucagon trong ruét va GLP-1
trong huyét twong [8]. Do vdy, thoi gian
ghép lau hon, sir dung thude kéo dai gop
phan lam giam incretin & d6i twong NB
sau ghép.

3. Moi lién quan giita nong do
GLP-1 v6i mot s6 diic diém lAm sang,
can lam sang & NB sau ghép than

O nhoém sau ghép c6 giam nong do
GLP-1, thoi gian sau ghép 16n hon,
nong do insulin thip hon va tinh trang
HOMA-IR thap hon so véi nhom c6
noéng d6 GLP-1 binh thuong. GLP-1 ¢6
tac dung kich thich insulin phu thudc
glucose, nén két qua ctia chiing toi ciing
phu hop v&i sinh 1y hi€u tng incretin.
Két qua cua ching t6i khi phan tich hoi
quy logistic da bién cho thiy chi c6
noéng do insulin co gia tri tién doan cé
y nghia véi tinh trang giam ndéng do
GLP-1 ¢ d6i twong NB sau ghép than
voi OR = 0,578, p < 0,05. Dya vao mo
hinh duong cong ROC, ndng do insulin
cd gia tri tién dodn tinh trang giam
GLP-1 v6i AUC = 0,736; p < 0,05. O
gia tri cut-off 1a 5,6 mIU/L cho do nhay
12 100%, d6 dic hiéu 1a 64,9%. Két qua

nay cho thay co ché tu bao vé cta ca thé

héa timg NB, can duoc xac nhén bang
cac nghién ctru voi ¢& mau 16n hon dé
lam r& mdi lién quan giita cac yéu tb
lam sang, can lam sang vai tinh trang
giam incretin & ddi twong NB sau

ghép than.
KET LUAN

Nong do GLP-1 huyét tuong giam &
nhom sau ghép than so v&i nhom chirng
(p <0,001). Ty 1 giam nong d6 GLP-1
1a 8,6% & nhom sau ghép than.

Nong do GLP-1 co6 tuong quan
nghich mirc do nhe véi tudi, thoi gian
sau ghép, HOMA-S va tuong quan
thuan voi HOMA-IR (p < 0,05). Insulin
1a yéu to o gia tri tién doan giam ndng
do GLP-1 & NB sau ghép than.
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